1. MedWatch Report of a case of 68 year old patient with Jaundice and Transaminase
elevation on 10mg of Rosuvastatin D3560L.0001/0310/01237
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A.1. Patient identifier G.9. MY, report number

2002PKX01036

( MED WATCH

Page2of4

B.5. Describe event or problem

[continuation:]) disease-related costs in patients with an indication for statin treatment according
to the Joint European Guidelines.

Medical history included diabetes mellitus tyre 1I, peripheral occlusive artery disease,
hypertension, an unspecified heart disease and a fatty liver caused by diabeates. Concomitant
medication consisted of metformin and glibenclamide for diabetes, captopril for hypertension,
nilvadipine for heart disease and clopidogrel for peripheral artery disease.

The patient started rosuvastatin 10 ng daily on 07-Jun-2002. After 17 weeks and 5 days on study
medication, on 08-0CT-2002, he developed icterus with brown discolouration of urine. On the next day
he was hospitalised and study drug withdrawn. Metformin, captopril, nilvadipine and clopidogrel were
also withdrawn. Hepatopathy of unknown cause, most likeley drug-induced was diagnosed. Sonography
showed parenchymal liver damage but histology revealed normal liver tissue. Hepatitis B and ¢ were
excluded. No pathologic findings of other abdominal organs except for mild splencmegaly. The
patient's condition improved and he was discharged on 21-0Oct-02.

The investigator did not exclude a causal relationship to the study medication but stated that a
pProper evaluation must await the results of further investigation. He stated that a contributory role
of concomitant medications cannot be ruled out. Serious criterion was hospitalisation

Further information was requested.

Summary of follow-up received on 22-0ct-02;:

- Hepatopathy of unknown cause, most likely drug-induced

- rosuvastatin was stopped on 09-Oct-02

- patient's condition improved

- metformin, captopril, nilvadipine and clopidogrel were stopped too

Company Clinical Comment:

Jaundice and hepatocellular damage occurring in a subject with a history of fatty liver of diabetic
etiology should probably not be considered related to study medication, especially when higtology
revealed normal liver tigsue. However, given the temporal relationship between event and study
medication, a contributory role of rosuvastatin cannot be ruled out completely. Co-medications
captopril, nilvadipine and clopidogrel should also be considered as suspected drugs because liver
disorders are labeled for these drugs.

8.6 Relevant asteiaboratory data .ncluding dates

[continuation:) LAB 09-0CT-02: Hepatitis B and C was ruled out
SONOGRAPHY: parenchymal damage of liver

HISTOLOGY: normal liver tissue

Lab Test/Comment Lab Value Units Date Normal Low High

BLOOD SEDIMENTATI42/65 mm 10/08/2002
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IM.PMW . G.9. M. report number
, MEDWATCH : 2002PK01036 I
Bs ’ b ydata  .ocuding dates
{continuation:] ASAT 51 10/09/2002 INCREASED < 37
ASAT 17 10/15/2002 NORMAL < 37
ALAT 223 10/09/2902 INCREASED < 65
ALAT 80 10/15/2002 INCREASED < 65
Ger 943 10/09/2002 INCREASED < 55
aaT 657 10/15/3002 INCREASED < 37
AP 130 10/09/2002
AP 150 ™ 10/15/2002
TOTAL BILIRUBIN 2.1 ‘e 10/09/2003 INCREASED <1
TOTAL BILIRUBIN 0.7 10/15/2002 NORMAL <1
waC 11.5 10/09/2002 INCREASED
WBC 7.6 10/15/2002 <1
HBS-AG negative
HBC-AK nogntiv:

HCV-AK negative
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Source
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2. MedWatch Report of a case of 73 year old patient with Jaundice and Transaminase
elevation on 10mg of Rosuvastatin D3560L.0001/2265/09060
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IAI.P‘-‘H-HI. G.9. M¥r. report number

' MEDWATCH 2002PX01330
|

Pagezadl7

B.5. Dencribe svent or problem

[continuation:) The pPatient started study medication on 11-Sep-2002. Concomitant drugs were ramipril
and acetylsalicylic acid. Medical history includead cholecystolithiasis. Other relevant medical
history consisted of hepatitis B during second world war. On 02-Dec-2002, eleven weeks and six days
after commencing study medication, he experienced icterus. Total bilirubin (7.12 mg/dl), AP (303 u/
1). GGT (77 U/1), ASAT (699 U/1) and ALAT (914 U/1) were increased. WBC was normal. A parformed CT
on 03-Dec-2002 revealed Suspected carcinoma of pancreatic head, cholecystitis and splenomegaly. In
further clinical course Pancreatic cancer and acute hepatitis A, B and C wers excluded. Hepatitis
serology showed negative HBsAg but positive IgM anti-HBc. ERCP showed no stenosis of biliary ducts.
The physicians considered perhaps scme gallblader stones had pPassed but they could not exclude drug-
induced reactions. Purther details were unknown at time of the report. Study drug was withdrawn and
lab values were improving.

The reporter considered that as long as pancreatic cancer had not been confirmed the events were
posaibly related to study medication. Serious criterion was hospitalisation.

CT scan on 09-Dec-2002 ruled out pancreatic tumor. Liver transaminases are decreasing. Patient is
scheduled for a cholecystectomy on 27-Jan-2003. Cholecystectomy was not performed because it was not
certain that a gallstone was present. Investigational method was not stated at the time of this
report. Lab values, specifically GGT (20 U/L), ASAT (11 U/L), ALAT (12 U/L) and total bilirubin
(0.86 mg/dl) returned to normal. No further investigation regarding hepatitis serclogy was carried
out,

Company Clinical Comment

As with other HMG-CoA roducta.o_ inhibitors, increases in liver transaminases have been observed in a
small number of subjects taking ;omva-tntin. Howaver, the elevation in transaminases observed in
this subject does not appear to be related to'ltudy drug. The subject has a history of Hepatitis B
during Second World War, but the presence of positive titers to IgM to anti-HB cores and negative EB
surface antigen suggests acute Hepatitis and not suggestive of previous infection. Therefore
AstraZeneca disagrees with the investigators assessment of causality.

Summary of follow-up received on 10-Dec-02:
- Investigator considered event was not life-threatening
- lab values added

Summary of follow-up received on 16-Dec-032:

- pancreatic cancer and hepatitis A, B and C were excluded

- ERCP showed no stenosis of biliary ducts

- cholecystolithiasis added as concomitant disease added

- ramipril and acetylsalicylic acid added as concomitant drugs
- perhaps scome gallbladder.atonol had passed

Summary of follow-up received on 17-Dec-02:
- lab values and patient's medical history added

- medical history included hepatitis B during second world war

Summary of follow-up received on 30-Jan-03: +
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lA.i. Patient identifier G.9. Mfr. report number

‘ MEDWATCH : 2002PK01330

I Page3of 7

B.5, Describe event or problem
[continuation:] - hospital discharge letter,dated 20-Dec-02, received
- no evidence for a pancreatic tumor,

- diagnosis of mild intrahepatic cholestasis and a renal cyst left

- diagnosis of angiosclerosis of Aorta abdominalis

- patient is acheduled for a cholecystectomy on 27-Jan-03 .,

Summary of follow-up information received on 22-Apr-2003:

- no evidence for gallstone, therefore cholecystectomy cancelled
- lab vaues for ASAT, ALAT, GGT, AP returned to normal

- no further investigation regarding hepatitis serology.

- narrative updated

X § Rsiovart testataboratory dats .inciuding dates

[continuation:] CT 04-DEC-02: CHOLECYSTITIS AND SUSPECTED CANCER HEAD OF PANCREAS. NO CONCREMENTS I
GALLBLADDER, NORMAL BILE DUCTS, DUCTUS CHOLEDOCHUS DIFFICULT TO ASSESS. SPLENOMEGALY

ABDOMINAL SONOGRAPHY 09-DEC-02: NO CHOLECYSTOLITHIASIS

09-DBC-02: CT SCAN SHOWED NO EVIDENCE FOR PANCREATIC TUMOR; MILD INTRAHEPATIC CHOLESTASIS: SOFT -
TISSUER DENSE STRUCTURE IN THE AREA OF THE HEPATIC PORTAL, POSSIBLE REGIONAL SWELLING OF LYMPH NOL
OR BILIARY DUCT; NO ENLARGEMENT OF ABDOMINAL LYMPH NODES; RENAL CYST LEFT; ANGIOSCLEROSIS OF AORTA
ABDOMINALIS T

Lab Test/Comment Lab Value Units Date 2:;.? Low High

ToraL prizRuRIN 717 ma/al 1z/0i/2003 mermsm <11
AP 303 u/1 12/04/2002 INCREASED < 180

GGT 77 u/1 12/04/2002 INCREASED < 28

GPT 914 u/1 12/04/2002 INCREBASED < 24

GOT 699 u/1 12/04/2002 INCREASED < 18

WBC 5100 )ul 12/04/2002 NORMAL 4000 9400 »
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A.1. Putient identifier G.9. Mfr. report number
2002PK01330

) MEpWatcH

Paged of 7

84 wmu .inciluding dates
{continuation:]

ERYTHROCYTES 4.56 Mio/ul 12/04/2002 NORMAL 4.5 6.3
HEMOGLOBIN 14.7 g/dl 12/04/2002 NORMAL - 14 18
HEMATOCRIT 43 % 12/04/2002 NORMAL 38 52
PLATBLETS 171000 /ul 12/04/2002 NORMAL 150000 440000
ASAT 195 12/06/2092

ASAT 113 12/07/2002

ASAT 59 \12/10/2002

ASAT 59 a 12/10/2002

ASAT 58 12/12/2002

ASAT 65 12/16/2002

ALAT 577 12/06/2002

ALAT 447 12/07/2002

ALAT 185 - 12/10/2002

ALAT 157 ) 12/12/2002
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'L!.P‘.‘W G.3. Mfr. report number

I MEDWATCH j 2002rK01330 -
BA& R ' y data ng dates

[continuation:] ALAT 137 12/16/2002
GGT 62 12/06/2002

GGT 59 12/07/2002

GGT 53 12/10/2002

GGT 62 12/12/2002

AP 267 12/06/2002

AP 260 12/07/2002

AP 230 12/10/2002

AP 266 12/12/2002

AP 237 12/16/2002

TOTAL BILIRUBIN 11 12/06/2002

TOTAL BILIRUBIN 11 12/07/2002

TOTAL BILIRUBIN 7.6 12/10/2002

TOTAL BILIRUBIN 8.2 12/12/2002

TOTAL BILIRUBIN 6.0 12/16/2002

-
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[A1. Pattert icenaiher

’ MEeDWATCH |

G.9. M. report number

2002PK01330
PageGof 7

B& . y deta i g dates
[continuation:]
HBSAG negative 12/03/2002
ABSENT
ANTI-HEPBC IGM positive 12/03/2002
PRESENT
HEP A IGG-AN'I‘IBOD_anat:iv. 12/03/2002
PRESENT
CONJUGATED BILIRU3.1 mg/dl 12/16/2002
WBC 3.6 Tad/ul 02/12/2003 DECREASED 4.0 9.4
ERYTHROCYTRS 4.59 MIO/ul 02/12/2003 NORMAL 4.5 6.3
HAEMOGLOBIN 15.4 g/dal © 02/12/2003 NORMAL 14 18
MCV 102 !],_ 02/12/2003 INCREASED 78 98
MCH 34 Pg 02/12/2003 INCRERASED 26 32
MCHC 33 g/d1 02/12/2003 NORMAL 32 k1
THROMBOCYTRS 157 Tsd/ul 02/12/2003 NORMAL 150 440
TOTAL BILIRUBIN 0,86 mg/dl 02/12/2003 NORMAL 1.1
AP 138 u/L 02/12/2003 NORMAL 180
GAMMA GT 20 U/L 02/12/2003 NORMAL 29
ASAT 11 U/L 02/12/2003 NORMAL 18
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lki. Patient identifier G.5. MW, report numbar

MEDWATCH 2002PK01330
1

Page7ol? ‘

B.& Reovant ydats  inciuding dates

[contiguation:]

ALAT 12 U/L 02/12/2003 NORMAL

c.18 a-mwm anothuwyaak-(ucmtwdml)
[continuation:] Name: POTABA Dates: 09/2??/2002 to 12/02/2002

G.3. Report scurce {other)
Source

AstraZeneca Pharmaceuticals Mfr. Rep. #: 2002PK01330
A Business Unit of AstraZeneca LP, -

1800 Concord Pike, P.O. Box 15437
. ' * LISTING OF PRIOR SAFETY REPORTS
Wimnglon. DE 198505437 SUBMITTED TO IND #

ADVERSE EVENT: Cholecystitis NOS
(all preferred and included coded terms)

Manufacturer Report § FDA Submission Date Protocol Number
2001UW06827 24-0CT-2001 45221110034
2001UW08219 26-0CT-2001 45221110034
2002PK01330 20-DEC-2002 D3560L00001

ADVERSE EVENT: Jaundice NOS
(all preferred and included coded terms)
Manufacturer Report # FDA Submission Date Protocol Number

2002PX01036 _ 28-0CT-2002 D3560L00001
2002PK01330 20-DEC-2002 0356000001

24

Date: 07-MAY-2003

Country of Origin
UNITED STATES
UNITED STATES
GERMANY

Country of Origin

GERMANY
GERMANY
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3. MedWatch Report of a case of Rhabdomyolysis on 10mg of Rosuvastatin 2003SE02255
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Clinical Bvent(s):
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. A

A report has been received from an o
investigator regarding a 75-year-old female
who was enrolled in study GISSI- HF with

rosuvastatin versus placebo.

Medical history included diabetes mellitus
type II (decompensated), cardiomyopathy,

peripheral neuropathy with pains in the lags,
chronic atrial fibrillation and congestive +

€ Relevant testefeborstory dets | including dates

10. Conoomftent mediosl products  and tharspy dates (exciude vesiment of svent) —— s

Name: METFORAL Dates: 11/77/3002 to 04/31/2003
Name: TRIATEC Dates: 11/27/2002 to 04/21/2003
Name: LASIX Dates: 04/10/2003 to 04/21/2003 »

1. Contact effice - namededdress {8 miring slie for devices) 2 Mone rurvher
Astx Ph ticels 302 886 2127
A Business Unit of AstraZeneca L?,
3. Repert source
1800 Concord Pike, P.O. Box 15417, {check afl that apply)
Wilmington, DE 19850-5437 < toraign
study
3 inorwers
consumaer
3 neatn
4 Deie received by menulschawr s professional
s ANDAR | [ user tachy
16-MAY-2003
IND # company
€. ¥IND, protocol # PLAN
‘ (] disouer
o108 pre1938 [ yee other:
7. Type of repert .
(check afl that apply} orc D yos
product IT
L soay ] 150ay

8. Adverse svent termis)

Renal failure acute, Coma, Septic
shock, Urinary tract infectiom
NOoS

g 10-day L] pariodic
D Inital @ foliow-up sl _

PAILURE,

7. Othar relsvant histary, Including preexisting medical conditions
pregrancy, smoking and alcohol use, hepaticirenel dysfunction, eic.)

Concomitant Disease(s):
CHRONIC ATRIAL PIBRILLATION, CONGESTIVE EEART
PERIPHERAL NEUROPATHY, TYPE II

DECOMPANSATED DIABETES

(e.9., sllergies, race,

CARDIOMYOPATHY,

Sumouon ofa npon does not constitute an

that user faciiity,

FDA

39004 F acaunde * itern completed on continuation pages.

distributor, monuhetunr or product caused or
contributed to the svent.

9. M. report numbaer

20033%022583

-
2. Mesith professional? 3. Ocoupstion L.:::.mm
Ry o | mprear pocron Tree oo B u
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TM.'M“ G.9. Mir. report rumber

MEDWAT.CH , 20038802255

Page2of7

8.5 Describe event or probiem

[continuation:]) heart failure. Concomitant medication included ramipril, metformin hydrochloride,
warfarin, furosemide, allopurinol and insulin bhuman injection/isophane.

The patient was randomiszed to rosuvastatin on 26-Nov-2002. The study medication was stopped on 14-
Apx-2003 because of clinical deterioration (worsening of heart failure). She was admitted to the
GISSI-RP centre under the care of the investigator for congestive heart failure on 15-April-2003. The
patient was asthenic with nausea and diarrhea since discharge on 18-April-2003. On 20-April-2003, she
was taken to the Emergency Unit of another hospital and was transferred izmediately to the Nephrolegy
ward becauss of acute renal failure. Lab tests ware perforned and measured, WBC 25,000, Na 152, X
5.8: BUN 183: Creatinine 8.7: CK 10383 to 21632. A cerebral “"computed axial tomography® showed no
findings. The following day she went into a coma with hypotension, acidosis and anuria and was
transferred to an intensive care unit. The patient underwent mechanical ventilatien, hemodialysis and
received treatment with Imipenea because of suspected septic shock. She improved and was awake in the
afternoon on 22-Apr-2003. On 28-Apr-2003 she was transferred to the Nephrology ward with lab test
measuring: BUN 26) Creatinine 3 and CK 424. On 12-May-2003, patient was treated with linezolid §00 ng
BID and metronidazole 500 mg TID for urinary infection with Enterococco faecium. Pluconasclo and
Cephalosporin wers added to patient therapy with discovery of Pseudomonas and Candida tropicalis.
renal function continued to improve with serum creatinine 1.8 mg and CPK 226U/1 on 16-May-2003

‘:n she was transferred to the GISSI Heart Failuxe Center with the following diagnoses "Acute renal
failure secondary to a very probable septic shock in a diabetic with chronic atrial gibrillation,
urinary infection due to Enterococco Faecium, Pseudomonas Aeruginosa and Candida tropicalis, sacral
Ulcer, trophyc ulcer in the legs®. ’

After reviewing the discharge summary from 21-Apr-2003 to 16-May-2003, the investigator reported
acute renal failure, coma, septic shock, urinary infection, Enterococco Faecium as serious adverss
events and assessed all of them not to be causally related to rosuvastatin. Coma, septic shock and
renal failure were considsred by the investigator to be life threatening. The investigator considered
that the hemodynamic conditions of the septic shock might explain the rise in CX levels, which are
back within normal ranges now.

Summary of follow-up information received by AstraZeneca 07-May-2003 and 08-May-2003: Lab values and
further information on concomitant medications, the hospitalizations and the diagnosis of
rhabdomyolysis.

Summary of follow-up information received by AstraZeneca 16-May-2003: The patient has been
transferred from the nephrology ward to the internal medicine ward. Reason for acute renal failure
was provided.

Summary of follow-up information received by AstraZeneca 19-May-2003: Hospitalization summary,
additional laboratory results, the deletion of rhabdomyoclysis as a serious adverse event and the
attribution of raised CPK to Septic Shock, the addition of Coma as a serious adverse avent and the

change in causaiity assessment

Summary of follow-up information received by AstraZeneca 26-May-2003: Examinations done during the ¢
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AstraZeneca Pharmaceuticals

At Patiert kisntifier G.5. MF, report ruanber

MEDWATCH 20038802258

Pagedd?

2.8 Describe svent or probleey

[continuation:] first hospitalization together with clarification of laboratory findings. Two
additional serious adverse events of septic shock and urinary infection were added.

Summary of follow-up information received by AstraZeneca 28-May-2003: Summary of second
hospitalization with additional laboratory findings.

Company Clinical Comment: Acute renal failure and coma occurred 6§ and 7 days after stopping
rosuvastatin. The investigator considered these events to be related to the septic shock and not
rosuvastatin. The events of acute renal failure, coma, septic shock and urinary infection were all
considered not causally related to rosuvastatin by the investigator.

[ LY y dats dtos

[continuation:) Cerebral assial tomography: negative. No signs or symptoms of mesenteric or cardiac
ischemia.

16-May-2003: Negative blood culture.

15th to 18th April 2003: Thoraxicic x-ray, ECG and lab examinations.

‘b Test/Comment Lab Value Units -;.)ut:o ::::;a;o Low High -
cmroom 0 L e T T ]
K 3.79 11/2?/2002
QLUCOSE 208 11/%e/2002
BLOOD GLUCOSE 138 MG/DL 04/15/2003
CREATININE 3.8 ¥3/DL 04/15/2003
NA 152 - 04/21/2003
K 5.8 i 04/21/2003
BUN 183 04/21/2003
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AstraZenecs Pharmaceuticals

IAl.m”

G.5. M. report manber

MEDWATCH ] 20038202255 rear
s dete L g dates
{continuation:] CREATININE 8.7 04/21/2003
cK 10383 04/21/2003
cx 21632 04/21/2003
BUN 26 04/28/2003
CREATININE 3 04/28/2003
cx 424 04/28/2003
‘nm-run 37.5 cELCIUS 05/16/2003
WHITE CELLS 13600 /ume 05/16/2003
HB 11.6 GRY 05/16/2003
PLATELETS 251000 /mme 05/16/2003
N 100 Moy 05/16/2003
CREATININE 1.8 MG% 05/16/2003
AST 20 B /L 05/16/2003
ALT 7 U/L 05/16/2003
.l 140 mEQ/L 05/16/2003
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AstraZenecs Pharmaceuticals

G.9. M. report number

MEDWATCH | 20035802255 s a7
X3 dute g daten
{continuation:]
X 3.69 mEQ/L 05/16/2003
gx. 94 mEq/L 05/16/2003
CA 8.6 MGY 05/16/2003
INR 1.29 05/16/2003
PTT 33.9 SEC 05/16/2003
PIBRINOGENO 666 MG/DL ™  05/16/2003
@
cPX 226 B 74 05(15/2003
PH 7.55 05/16/2003
PCO2 97 05/16/2003
HCO3 38.4 05/16/2003
SATURATION 02 98 ) 05/16/2003
HEMOGLOBIN 10.3 ) 04/21/2003
WHITE CRLLS 25000 04/21/2003
GLYCEMIA 140 04/21/2003
'wu 322 04/21/2003 .
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AstraZeneca Pharmaceunticals

A1, Patient entifler

G.9. M. repart number

MEDWATCH 'l 20038302288 s t?
as aen g detes
[continuation:]}
LDH 535 04/21/2003
BILIRUBIN 0.6 04/21/2003
8Q0T 172 04/21/2003
8G60T 316 04/21/2003
8GPT 58 04/21/2003
‘OPT 90 - --04/21/2003
b4 7.31 .- 04/21/2003
PACO2 24 04/21/2003
PAO2 73 04/21/2003
BR 13 04/21/2003
HCO3 1.7 04/21/2003
LACTATE 16 - 04/21/2003
PT 11 L] 04/21/2003
PTT 49 SECONDS  04/21/2003
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AstraZeneca Pharmaceuticaly

lAtHI-IH-II'

MEpWATcH

Q9. Mh. report numiber
20038202255

PgeT ol 7

BA N ydste  inching dales
(continuation:]

C.18. Concomitant medicsl products and therapy dates (exchude trestment of event)

[continuation:] Name: ZYLORIC Dates: 04/15/2003 to 04/21/2003
Hame: HUMULIN 30/70 Dates: 11/7?/2002 to 04/21/2003
Name: WARFARIN Dates: 2?/?2/2001 to 04/21/2003

G.1 Awpart source (other)
Source
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4. MedWatch Report of a case of 46 year old patient with Renal Failure on 80mg of
' Rosuvastatin 0065/0044/0014

AstraZeneca Phar jcal, e Aptroves by FOA on 3270
20020W01954
MEDWATCH =
_HIE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page 103

C. Suspect medication{s)

A P e o) 0
1. Patient identifier | 2. ;g.nim. 1 Sex & Weight 1. Name (give iabeied strength & mécNsbeter, # known)
avent:
o 46 yrl_¥» &hn\ah b " ROSUVASTATIN
or T -
in confidence o [ mare §2.7 joof (R ZITHROMAX Z-PACK
8 Ad or prod oble 2. Doss, frequency & route usad 3 Thera -i-" Slurﬁm,gnmim)
1. @M"m event andior D,,m,":t (8.9.. def L] 80 mg OD PO s 12/26/2001 to 01/26/2002
2. Outcomes atirbuted to adverse svent
(check ak (hat apply) Ddiuuaity 2 500 mg QD PO 2 01/23/2002 o 01/23/3002
] deatn (] congenitai anomaly 4 Disgnosis for usa (indication) s wm“hﬂm:u-m
T—— A . NYPERCEOLESTRROLEMIA
i "
[ iite-tnreataning required nl,erv'evytlon to prevant # [ yes[ ] nolX gonsnt
x ion - inftial or prolonged [ ] other: R__YIVER ﬁ?ﬂem
S . Lot # ({ known) 7. Exp. date (f known) wl] ves[ 1no doesn't
3 Deteof < Osmot ———————___3poly |
overt 02/02/2002 hisrepot 0370172002 n_ N n ux & Event mappesred str
: w N
S. Describe event or problem ” ” " Dm[jno@m‘t
9 mc--lapmauawoumonty(l known) a|
1S-DAY IND ALERT " nx ”7 nx 0 T yosl ] nolX) doasnt
4
10. Concomitant medical products  and therapy dates (exChade (eatment of event) e
Clinical Event(s):
1 ACUTE RENAL FAILURE Name: ASPIRIN *“BAYER® Dates) 07/30/2001 continuing
Name: GUAIFPENRSIN Dates: 01/23/2003 to 01/27/2002
A report was received from a study"
investigator concerning a 46-year-old
1. Contact office - rame/addreas (& miring si Phone number
Hispanic female subject who was enrolled in A {8 miring sk for devices) :oz s86 2127
AstraZensca Pharmaceuticals
Six-week, Open label, Doge-comparison Study A Business Unit of Astrazesecs Ly, -
to Evaluate the Safety and Efficacy of 1800 Concord Pike, P.O0. Box 15437, (check ¥ that apoly)
Rosuvastatin versus Atorvastatin, Wilmington, DE 19650-5437 foreign
Cerivastatin, Pravastatin, and Simvastatin in !Z]s...,,
Subjects with Hypercholesterolemia (ZD4522IL/ Ej Inerature
0065) . U consumer
X heakh
professionat
The subject had a medical history of ¢ Oste received by marnfachurer s
. hjl a :” . ] (AINDA ¥ ] O usertaciny
© a - 14-PEB-2002
Ypercholesterolemia, hypertension, IND # ) Dcampany ‘
6. Reievant testsAahoratory data . including dates & 1IND, protocet # PLAR representative
D distributor
45221L/0065 pre-1938 {: yes D other:
7. Yype of report orte
{check af that appty) oroduct O yes
J XJ 15-¢ =
7] ay [ ay . —
(] r0-aay [ perioaic RENAL PAILURE ACUTE
. O nitiar [ totiow-up s
7. Ofther relevant history, 9 medical (e q.. allergies, race, 9. Mtr. report number
pregnancy. smoking and aicohol use, hepatic/renal dysfunction, etc )
20020W01954
E. Initial reporter
Concomitant Diseasa(s).: ABDOMINAL AORTIC
STENOSIS, ACUTE BOWEL OBSTRUCTION, ANEMIA,
CATARACTS, COUGH, DYSPNEA ON EXERTION,
PERIPHERAL VASCULAR DISEASE, RARE *

Submission of a report does not constitute an

- 2 Heaktn ? 3. O 4. Initial reporter
DA dmission that medical per , user facility, @ D mnpnnbg:
' distributor, manufacturer or product caused or yes no MEDICAL DOCTOR T yes 0o B unk
tributed to the ovenz,
em completed on continuation pages.

o s e o cop
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AstraZeneca Pharmaceuticals -

A1 Patient identifier G.9. M. report number

LMED WATCH 20020w01954
Page3of §

8.5. Describe event or problem

{continuation:] right-sided renal artery stenosis caused by external compressions relieved surgically
(1979), claudication secondary to abdominal aortic stenosis for which Palmaz stenting was performed
(1993), small-bowel obstruction secondary to volvulus (1992), chronic anemia, subclavian artery
disease, rars headaches, peripheral vascular disease, trace mitral regurgitation, dyspnea on
exertion, cough, anemia, ana cataracts. ’

The subject was -randomized to study drug on 26-Dec-2001. Her concomitant medications were Atacand 16
mg daily (from 05-Apr-1999 to 02-Feb-2002) and aspirin 81 mg daily. Rer baseline creatinine was 0.7
xg/dL. On 11-Jan-2002 (Day 16) the subject had protocol scheduled laboratory tests that revealed a
CK of 45 U/L, an ALT of 19 U/L, AST of 18 U/LL and a creatinine of 1.1 mg/dL. on 23-Jan-2002 (Day
28), the subject presented to her primary care physician camplaining of coryza and "flu* symptoms.
The physician prescribed guaifenesin and azithromycin on 23-Jan-2002, which the subject took until
25-Jan-2002 and 27-Jan-2002, respectively. On 26-Jan-2002 (Day 31) the subject discontinued zZD4522.
Her trial participation terminated 28-Jan-2002 (Day 33). The subject was seen at the investigative
site on 28-Jan-2002. At that time she complained of nausea, anorexia and fatigue. Laboratory
testing on that date revealed a CK of 41 U/L, ALT of 15 U/L, AST of 23 U/L, and creatinine of 11.0
mg/dL. The subject was hospitalized on 02-Feb-2002 with acute renal failure. The investigator's
initial impression was that the renal insufficiency was related, not to study drug, but to Atacand.
‘e admitting physical examination revealed a tired well-developed well-nourished female with normal
tal signs and no acute findings. The creatinine on admission was 13.7 mg/dL (local lab normal
range 0.5-1.5 mg/d4L). Urinalysis on admission {(local lab) showed 30 mg/dL protein (normal = neg),
small blood (normal = neg), many bacteria, 10-15 WBC/hpf (normal 0-3), 15/20 RBC/hpf (normal 0-5), 1-
3 coarse granular and 5-8 hyaline casts/hpf. Urine culture showed mixed organisms. A duplex
abdominal/renal scan performed on 04-Feb-2002 revealed no stenosis of either renal artery and a
hypoechoic cortical matrisx bilaterally with multiple small cystic masses in both kidneys. 1In the
hospital, she responded rapidly to intravenous fluids and bicarbonate. Dialysis was not required.
The subject was discharged from the hospital on 08-reb-2002. Her creatinine at that time was 3.8 ng/
dL (local lab).

After discussion with the nephrologist regarding the timing of the azithromycin administration, the
investigator considered the event no longer related to Atacand but to azithromycin. The study drug
could not be ruled out as a contributor to the event. On 13-Feb-2002, the patient had a creatinine
of 2.2 mg/dl. The patient was scheduled for an outpatient vigit to the nephrologist on 20-Feb-2002.
At this vigit a serum creatinine level would be obtained.

Follow up information recwived 14-Feb-2002 included updates to causality assessments, laboratory
data, medical history, suspect drugs, and therapy dates.

Company Comment :

Acute renal failure is a labeled adverse event for azithromycin. Treatment with angiotensin receptor

blockers (eg., candesartan, losartan) has also been associated with acute renal failure. Due to

their temporal relationship, a possible role between rosuvastatin and the reported event cannot he
'tally excluded. *
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AstraZeneca Pharmaceuticals -

A 1. Patient identifier G.9. Mfr. report rumber
MED WATCH 20020W01954
l v C Pagedof §
aimunuumnwpuhm
{continuation:)
a6 R y data g dates

[continuation:] 02-PEB-
NEG), MANY BACTERIA, 10-15 WBC/HPF (NORMAL
AND 5-8 HYALINE CASTS/HPF.
04-FEB-2002: DUPLEX ABDOMINAL/RENAL SCAN:
CORTICAL MATRIX BILATERALLY WITH MULTIPLE

Lab Test/Comment Lab Value

CREATININE

CK

CREATININE

CREAININE

CREATININE

45

19

18

41

15

23

11.0

13.7

2002: URINALYSIS SHOWED 30 MG

u/L

u/L

U/LL

MG/DL

u/L

u/L

u/L

MG/DL

MG/DL

MG/DL

/DL PROTEIN (NORMAL = NEG), SMALL BLOOD (NORMAL =
=0-3), 15/20 RBC/HPF (NORMAL =0-5), 1-3 COARSE GRANULAR
URINE CULTURE SHOWED MIXED ORGANISNMS.

REVEALED NO STENOSIS OF EITHER ARTERY AND A HYPOECHOIC
SMALL CYSTIC MASSES IN BOTH KIDNEYS.

01/11/2002

01/1172002

01/11/2002

01/11/2002

02/28/2002

02/28/2002

02/28/2002

0272872002

02/02/2002

02/08/2002
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AstraZeneca Pharmaceuticals

IM. Patlent identifier G.9. Witr. report number
MED WATCH 20020w0195¢
I : PageSof §
88 y dats fuding dates

[continuation:)

CREATININE 2.2 MG/DL 02/13/2002

8.7. Other relevant history, | g g medical 4 (0.g.. aflergies, racse, Pregnancy. smoking and aicohol use. hepaticirenal dysfunction, etc )

[continuation:} HEADACHES, RENAL ARTERY STENOSIS,

REGURGITATION
Race:HISPANIC

AstraZeneca Pharmacevticals Mfr. Rep. #: 2002UW01954

A Business Unit of AstraZeneca LP,

1800 Concord Pke, PO Box 1437, | 1oTING OF PRIOR SAFETY REPORTS

Wimingion, DE 19850-5437 "~ SUBMITTED TO IND #

ADVERSE EVENT: RENAL FAILURE ACUTE

{all preferred and included coded terms)

Manufacturer Report# FDA Submission Date

2000UW03538 21-DEC-2001
2001UW00740 22-MAY-2001
2001UW15902 30-JAN-2002

Protocol Number

45221110025
45221L/0034
45221L/0065

SUBCLAVIAN ARTERY DISEASE, TRACE MITRAL

Date: 01-MAR-2002

Country of Origin
UNITED STATES
UNITED STATES
UNITED STATES
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5. MedWatch Report of a case of 70 year old patient with Renal Failure

Rosuvastatln 0065/0026/0049

AstraZeneca Phar

M ATCH

E FDA MEDICAL PRODUCTS REPORTING PROGRAM

Page t of 5

Peamy
teal ran e AReryves by FD4 on 37204
20010W15902
/st ropant &

A Patie 0 0
1. Patient identifier 2 :'on-h- 1 S 4. Weigin 1. n-vn(gwouo.ummumnm.um)
ovent: 70 s
or yr R remate | 152 s | |#  RosuvasraTn
o e
in confidence :T*": f:] maile _ kgs | [m
B Adverse or Bro broble 2. Doss. frequency & routs used Y m:— {f unknown. give duraton)
[
* X adverse event andvor T Product (8.9.. det " 0 mg QD PO # 11/14/2001 to 11/23/2001
2 Outcomes afirbuted 10 adverss event i n ‘ 2
{check at that appty) a disability -
{7 deam congenital anamaly & Ovegrocia for ues ) * -u: I
uired intervention to prevent #_HYPERCHOLESTEROLEMIA
| life-threatening xmmm impairmmvdl:'mg. " ® yes[J no( 5 doeant
1R nospeazson - st orproknged [ oo . i o s e
« Lot# (f known) 7. Exp. date (€ known) ves( ] nal_] :°°'""
3 Camot « Daeof P rp—— L A
event 11/29/2001 this repont 01/29/2002 L n Nz & Event aher
(mowbmerer) (atgtyr) reintroduction
5. Deacribe evartt or protien L hcd 0 (] yes[J o goesnt
9. NOC ¥ - for product problems only (f known) apply
7-DAY IND ALERT " w1 n 2 [ ]y Jno] dousat

Clinical Event(s):
1 RENAL PAILURE

A report was received from an investigator
regarding a 70 year-old, female patient who
entered a 6-week, Open label, Do-i-&oupuilon
Study to Evaluate the Safety and Efficacy of
Rosuvastatin versus Atorvastatin,
Cerivastatin, Pravastatin,.and Simvastatin in
Patients with Hypercholesterolemia (ZD45221L/
0065) . The patient began therapy with
rosuvastatin 80 mg po daily on 14-Nov-2001
and subsequently experienced renal failure.
The patient had a medical history of
osteoporosis, hypertension, benign breast +«

10. Concomitant medical products  and therapy dates (exciude treatment of event)

Name: DIOVAN "NOVARTIS®" Dates: 01/01/2000 continuing
Namg: VIOXX Dates:

01/01/2000 continuing
Name: NORVASC Dates: 03/03/2001 continuing ¢

1. Cantact office - name/address (Amlmql«lam)
AstraZeneca Pharmaceuticals
A Business Unit of AstraZenaca LP,

2 Phone number
302 886 2127

& Rulevent wstalaborsiory data ncluding dates

3. Report source
1300 Concord Pike, P.0. Box 15437, {chack 3 that apply)
Wilmington, DB 19850-5437 foreign
D study
D Iterature
consumer
heaith
4. Oat received by manufachaer s
[ (AINDA ¥ [ U user racitny
24-JAN-2002
IND # - company
representative
& MIND, protocat # PLAS
_ D distributor
45221L/0065 pre-1938 ([ yes other:
7. Type of report oTe
* Ih:
(check ak that apply) product Dyes

U sgay [ 150ay
E 10-day D periodic
O nitiar X tottow-up #3__

8 Adverse wvent rmis)
RENAL PAILURE ACUTE

7. Other ralevant history, 9 medical {e g.. allergwes, race,
pregnancy. smoking ang acoha use. heoalﬂrenal dystunction. eic.)

Concomitant Disease(s): BENIGN BREAST CYST,
DEPRESSION, HYPERTENSION, INFLAMMATION,
OSTEOPOROSIS, SUPPLEMENT

9. M¥r. report number
20010W15902

E. [nitial reporter

Submission of a report does not an
admission that medical personnel, user facility,
distributor, f: of or product dor

c‘pmpnbgo'r.ndpfgte'g. or’vcg%nuaﬁon pages.

‘DA

Oomasn ¥ acserde of
£Ra € anne

2. Hesith 3. O
—/
@yes : no

MEDICAL DOCTOR

Dyos Dno @unk

on 80mg of
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AstraZeneca Pharmaceuticals

A.1. Patient Identifier G.3 MIr. report ruamber

AED WATCH 20010w15902
|-

Page2olS

5.5, Describe evant or protiem

{continuation:] Ccyst, obesity, and depression. Concomitant medications included Diovan (valsartan),
Vioxx (rofecoxib), Norvasc (amlodipine), selenium, and Paxil (paroxetine). At the scheduled visit
prior to randomization to study drug (November 7, 2001), her creatinine was 1.0 mg/dl, ALT was 10 u/
L, AST was 15 U/L, and ALP was 54 U/L. Her CPK at randomization was 51 U/L, ALT was 9 U/L, and AST
wag 13 U/L. On November 28, 2001 (Day 15), the CPK was 69 U/L, creatinine was 2.3 mg/dl, ALT was 8
U/L, AST was 13 U/L, and ALP was 75 U/L.

On November 29, 2001 (Day 16), the patient reported to the emergency room complaining of generalized
achiness, right-sided abdominal pain, nausea, and vomiting. Gallstones were detected and the patient
was treated (treatment unknown at this time) and sent home. Hexr creatinine was subsequently found to
have been 3.0 mg/di. On 29-Nov-2001, the investigator requested that the patient Permanently stop
study medication. On December 3, 2001 (Day 20), the patient returned to the hospital and was
admitted with a diagnosis of renal failure of unknown etiology. The patient's creatinine was 8.0 ng/
dl. The CPK was 137 U/L (ULN = 130 U/L) and the myoglobin was 195 ng/dl (ULN = 51 ng/dl). The
treating physician reported that the liver function tests, lipase, amylase, and white blood counts
were normal. Viral hepatitis was ruled out. The physician also reported that the patient had no
fever and urinalysis was unremarkable. An abdominal ultrasound was positive for 3 gallstones. An
abdominal CT scan and HIDA scan wvere negative. The patient was immediately scheduled for dialysis.

4-Dec-2001, the patient's creatinine was 9.4 mg/dl. on 6-Dec-2001, the physician reported that
-ie aetiology remained unknown and the patient was dialyzed on 4-Dec-2001 and 5-Dec-2001. On 6-Dec-
2001, the patient was also schéduled to receive dialysis. On 6-Dec-2001, the physician reported that
the creatinine was < 4.0 mg/dl, the CPK was 108 U/L, and myoglobin was 150 ng/dl. The patient was
stable and not consgidered in critical condition, however, the abdominal pain persisted. As of
December 10, 2001 the creatinine was 5.0 mg/dl and 4.8 mg/dl and the patient was receiving
hemodialysis every other day. The abdominal symptoms had improved with the use of Reglan
(metoclopramide). oOn December 10, 2001, a CT-guided renal biopsy revealaed acute tubular necrosis of
unknown etiology. On an unknown date, the patient was discharged from the hospital. At the time of
this report, the patient was recovering. The patient had been receiving dialysis three times a week
and was diagnosed with anemia. The patient was then decreased to two times a week for dialysis and
was being treated with Epoetin and vitamin supplements for her anemia.

The investigator assessed the event to be severe in intensity, life threatening, and possibly related
to rosuvastatin in view of the temporal sequence of the event and study drug administration.

Company comment: Concomitant anglotensin II antagonist (valsartan) and Cox 2 inhibitor (rotecoxib)
therapy may have contributed to the event, as acute renal failure is listed for both of these drugs,
Hopsital records are pending. It is difficult to assess the causal role of rosuvastatin until
complete information is obtained. This ig the first report of renal failure that is not asgociated
with myopathy.

Follow-up received 20-Dac-2001 added kidney biospy results and additional creatinine value of 4.8 mg/
Y. Ouctome updated to recovering from not yet recov'e;:ett and on an unknown date, the patient wag +
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AstraZeneca Pharmaceuticals

lAl.Pﬁhntm. G.9. Mfr. report number

2001UW15902

AED WATCH
|

Pagedofs

6.5, Describe event or problem -
[continuation:) discharged from the hospital.

Follow-up received 10-Jan-2002, reporetd the patient had been receiving dialysis three times a week
and remained weak. She was diagnosed with anemia.

Follow-up received 24-Jan-2002 reported the patient was reduced to dialysis two times a week. She was
being treated with Epoetin and vitamin supplements for her anemia.

B.6. Relevant tsstataboratory dn .inckuding dates
[continuation:) LIVER FUNCTION TESTS, LIPASE, Amsl, AND WHITE BLOOD COUNTS WERR NORMAL AND VIRAL
HEPATITIS WAS RULED OUT.

ABDOMINAL ULTRASOUND WAS POSITIVE FOR THRER GALLSTONES .

ABDOMINAL CT SCAN AND HIDASCAN WERE NEGATIVE.

10-DEC-2001: CT GUIDED RENAL BIOPSY SHOWED ACUTE TUBULAR NECROSIS OF UNKNOWN ETIOLOGY.

Lab Test/Comment Lab Value Units Date :::;a:o Low High

cmrooe | 10 ey o1 e
.T 10 u/L 11/07/2001 5 25

AST 15 u/L 11/07/2601 8 22

ALP 54 u/L 11/07/2001 32 72

CPX 51 u/L 11/14/2001 0 120

ALT 9 u/L 11/14/2001 5 25

AST 13 u/L 11/14/2001 8 22

CPK 69 u/L 11/28/2001 0 120

CREATININE 2.3 MG/DL 11/28/2001 0.7 1.4

-



AstraZeneca Pharmaceuticals

A1 Patient identifler

G.9. Mtr. report number

AED WATCH 2001um15902

_ Paged of 5
5.4, Retevant e y data

[continuation:]

ALT 8 u/L 11/28/2001 S 25
AST 13 u/L 11/28/2001 a 22
A;.P 75 u/L 11/28/2001 32 72
CREATININE 3.0 MG/DL 11/29/2001 0.7 1.4
CREATININE 8.0 MG/DL 12/03/2001 0.7 1.4
CPK 137 U/L 12/03/2001 10. 130

“"OGLOBIN 195 NG/DL 12/03/2001 19 51
CREATININE 9.4 _H?/DL 12/04/2001 0.7 1.4
CREATININE <4. MG/DL 12/06/2001

CPK 108 u/L 12/06/2001

MYOGLOBIN 150 NG/DL 12/06/2001

CREATININE 5.0 MG/DL 12/10/2001

CREATININE 4.8 MG/DL 12/10/2001
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AstraZeneca Pharmaceuticals

[A+- Fotiont icenither G.9. Mfr. raport nomber
AED WATCH | 20010%15302
L ] PagesSofs

C.10. Concomitant medical products and therapy dates (exciude treatment of event)
[continuation:) Name: SELENTUM Dates: 01/01/1995 continuing
Name: PAXIL Dates: 03/03/2001 continuing

AstraZeneca Phamaceuticals Mfr. Rep. #: 2001UW15902 Date: 23JAN-2002

A Business Unit of AstraZeneca LP,

Wanisgon B s g ™ - LISTING OF PRIOR SAFETY REPORTS

) SUBMITTED TOIND #

ADVERSE EVENT: RENAL FAILURE ACUTE
(alt preferred and included coded terms)

Manufacturer Report # FDA Submlsslo;{ Date Protocol Number

2000UW03538 21-DEC-2001 45221L/0025
2001UW00740 22-MAY-2001 4522I1L/0034
2001UW15902 31:DEC-2001 45221L/0065

Country of Origin
UNITED STATES
UNITED STATES
UNITED STATES
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6. MedWatch Report of a case of 69 year old patient with Interstitial N ephritis on 80mg of
' ' Rosuvastatin 0034/0316/0025

AstraZeneca Phar ical o eEred o £08 o0 422
20019208724
MEDWAT CH i
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page 1013
A P o o)
| 1- Patentidentier | 2 Age at Sme 3 Sex 4. Waight 1 m(gmwwlmﬁm.ﬂnun)
o §3 yrs O ROSUVASTATIN
or femala | 7. b8 L4 AR
o e
in confidence foped 5 mase w1 ®  ROSUVASTATIN
of birth; - kgs
B. Adverse event o 0 oble 2. Dose, frequancy & route umed 3 Therapy detes (¢ unknown. grve duration)
1[5 Adverse event andior T product 0.0, do # 80 ag daily Po s 05/11/2000 to 11/30/2001
z mmm""'"‘ ] disaviery LR = 12/24/2001 to 04/15/2002
4. Diagnouis for use (indication) S, Event abated alter use
D death : 8 congenital anomaty " HYeERcEO o A or dose reduced stopped
e required intervention 1o prevent LESTEROLAZNT.
{3 ite-threatening tarvention io # (7 yes(J 00X doeent
v E ]
X hospitatization - initial or prolonged [ other: & _ HYPERCHOLESTEROLARMIA - 7o dosem
& Lot# (¥ known) 7. Exp. date (f known) yes porel
3 Dewof 4 Dasol
fased 10/24/2001 ot 06/17/2002 0 n N & Event r
imosnyy Primibong 1 - reintroduction
5. Describe svent or problem L L # [ yes[J nolX] doeant
1 S Pl!:l-lupmﬂuawmow(ﬂm) 2
15-DAY IND ALERT " NI 2 NI ” E] Yes[ ME doesnt
—
10. Concomitant medical prodescts awwuu(umwam)
Clinical Event(s):
1 INTERSTITIAL NEPHRITIS Name: DISPRIN Dates: 72/7?/1995 to NI
A report has been received concerning a 69- Name: FLAMAZINE
Hame: DETADINE °*AL PRARM KEATINGS DIV®
year-old male who was enrolled in an open

label, multicentre extension trial to assess

the long-term safety and efficacy of ZD4522 * ofhce - {8 miring se for o 2 Phane e
Astraz Ph icals 302 am6 2127
(rosuvastatin) in subjects with
A Business Unit of AstraZeneca Lp,
hypercholesterolemia. Aftex treatment with 1800 Concord Pike, P.0. Box 15437, 3 (""'m‘“"'m".m
rosuvastatin 80 mg for : year and § months it Wilmington, DB 19850-5437 @Minn
was observed on routine study visit that he & stuay
had developed proteinuria with active Dmaramn
sediment associated with a rige in serum Dwmmu
creatinine. A nephrologist recommended that X heakh
the patient have a remal biopsy. Three weeks 4 Oute received by merutactes ?A)NDA‘ 0 4 tacity
user
later the patient was hospitalised for the * 08-JU%-2002
IND ¥ company !
€. Relevent teatataboratory data . including dates 8. ¥IND, protocol ¢ PLA ¥ D epresentative
distributor
45221IL/0034 pre-1938 ] yes (] other:
7. of report -
T(yc::amnaam) ng:ua [ yes
ZA
1
[l saay (9 15.0ay n —
L] 10-day [ periodic NRPHRITIS INTERSTITIAL
- Dlnkill glollo\v-upl_.‘
7. Other relevant history, o 9 medical (e.9.. allergres, race. 2. NI repast number
Pregaancy. smoking and aicohol usa, hepaticirenal dysfuncion, sc.)
- 20015208724

Concomitant Disease(s): BACK ACHE, LEG
ULCERS, STASIS LEG ULCERS

L

c S_l:bmhsion ofa r-por!. does not constitute an Z Teath Y oo 4 Wil reporter siae
D A that p user facility, = 0 serst regort @ FDA
distributor, facturer or produc d or ves no MEDICAL DOCTOR Oves Do X
Osman factrate ot c’"gimbgd%dpgtmr’ %uaﬁon pages.

£Aa Fom renns
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B.5. Dencribe event or problem

[continuation:] biopsy.

Follow-up information received 29-NOV-2001:

The patient was diagnosed with chronic interstitial nephritis, cause unknown. The medical history
includes hypercholesterolaeamia, stasis leg ulcers since '87, treated with flamazine, Betadine,
topical steroids and intramuscular penicillin for over 10 years. The last Bicillin injection was in
July 2001. Patient also has a history of backache and was hospitalized with inflammation of kidneys
at age eight years. Patient recovered without known sequelae.

He has a history of heavy alcohol use but stopped totally in 1983. Concurrent medications are
rosuvastatin 80 mg daily, 0.5 disprin daily for the past 18 months, intermittent intramuscular
penicillin for chronic leg ulcers, and occasional paracetamol for pain. During the 6§-week dietary
lead- in period of the trial, prior to rosuvastatin exposure, there were two abnormal urinalyses; the
first showed no protein but did show active sediment, the second showed 1+ protein and some bacteria,
but no active sediment. Baseline serum creatinine in November 1999 was 84 mmol/1 (1.1 mg/dl).

The subject was seen for a routine study visit in December 2000, at which time his serum creatinine
had risen to 141 mmol/l (1.6 mg/dl). Urinanalysis was not performed. Creatinine was measured again at
a study visit in October 2001, at which time the subject reported no symptoms but the serum
creatinine was still elevated at 141 mmol/1l and urinanalysis showed J+protein with active sediment.
LDL-C was 61 mg/dl from a baseline of 282 mg/dl. He was referred to a nephrologist who evaluated the
subject in early November 2001. The subject remained asymptomatic and Teported no edema. He had a
ormal blood pressure and untuarknblo\phylical exam. Local lab results were as follows: urinalysis
cevealed 1+ protein, 3+ blood, and numerous granular casts with moderate numbers of renal tubular
cells. Complete blood count was unremarkable; ESR 31 mm/hour; Blectrolytes, glucose, total protein,
and albumin were normal; urea’10 mmol/l, creatinine 161 umol/l, glucose 3.9 mmol/l, total protein 80
g/1, albumin 44 g/1, total bilirubin 36 umcl/l, conjugated bilirubin 10 umol/1l. ALT 69 units/litre,
alkaline phosphate 124 units/litre, creatinine kinase 238 units/litre. (Conventional units: urea 28
mg/dl, creatinine 1.8 mg/dl, glucose 70 mg/dl, total protein 8 gm/dl, albumin 4.4 gm/dl, total
bilirubin 2.1 mg/dl, conjugated bilirubin 0.§ gm/dl) . Baseline total bilirubin was elevated at 29
umol/1l (1.7 mg/dl). HbasAg negative; Hepatitis C antibody negative; ANP negative. Serum protein
electrophoresis revealed no paraproteins and a normal albumin.

Oncorrected creatinine clearance was 42 ml/min. Baseline creatinine clearance was 61 ml/min. Daily
protein excretion was 1.6 g/day, urea 388 mmel/day, sodium 171 mmol/day, potassium 68 mnol /day.
Repeat serum creatinine omn 20-Nov-2001 was 140 mmol/l (1.6 mg/dl) and the urea 6.2 mmol/l (17mg/d1) .,
Renal biopsy performed on 20-Nov-2001 revealed features of chronic tubulo-interstitial nephritis with
moderate increase in fibrous tissue and occasional inflammatory cells in the interstitium. These
features were suggeative of a chronic process, present for many months and resulting in gradual
collagen deposition within the interstitium, rather than an acute process. The nephrologist was not
sure of the cause of the chronic interstitial nephritis and felt that it was remotely possible that
rosuvastatin therapy may be responsible. Rosuvastatin was stopped 2001-Nov-30. Rosuvastatin was
restarted on December 24 2001 at which stage proteinuria disappeared. There was only slight trace of
blood and no casts. Plasma creatinine was 113 mmol/1, urea 6.4 mmol and 24 hour protein 80 mg. Urine
samples were collected on December 26 and 29 2001, January 2 and 5 2002. On all these samples showed
no detectable blood, protein or casts. Urine sample from January 16 was cloudy and with innumerable
casts of all varieties. Semi quantitative tests showed l+ protein and 2+ blood. Nephrologic consult
of January 18 reported patient used two tablets of paracetamol 4 days prior to and one tablet 10 +
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8.5. Describe avent or problam

[continuation:] days prior to hospital visit for mild headache. There were no associated symptoms
suggesting urinary tract infection or features of any other systemic disorder. The patient had also
taken his routine half a disprin. Clinical examination revealed no abnormalities. Urine microscopy
confirmed the previous findings. 24 hour protein excretion was 600 mg, plasma creatinine 119 mmol/1
and urea 6.9 mmol/l. The patient continued with rosuvastatin for another wesk. The patient had a
paracetamol challenge test. Four days after the challenge with paracetamol, cast numbers appeared to
have increased. Urinary blood and protein was the same. Patient was continued on rosuvastatin. The
patient was seen again on April 10. Ten days prior to the consultation the patient had a briet period
of diarrhcea but was otherwise entirely asymptomatic and clinically well. The patient had not taken
any drugs other than his statin and disprin. Urinanalysis revealed the presence of large number of
casts, 3+ blood and 2+ protein. Urea was 6.7mmol/l, creatinine 120 mmol/l and 24 hour urine protein 1
300 mg. Rosuvastatin was stopped April 15 2002.

Nephrologist's report:

The nephrologist saw the patient on 27-May-2002 at which time all symptoms had totally resolved.
Laboratory tests confirmed the absence of significant proteinuria on the last two occasions.
20-May-2002: Protein/ creatinine ratio 13.1 (equivalent to 110 mg protein per 24 hours).

27-May-2002: Protein/ creatinine ratio 16.4 (equivalent to 159 mg protein per 24 hours).

Other chemistry: Sodium 137 mmol/l, potassium 3.9 mmol/l, potassium 3.9 mmol/l, urea 5.5 mmol/1,
creatinine 108 mmol/l, AST 258, ALT 20, CPK 115, Hb 13.7, MCV 82, WCC 6.9, platelets 360, ESR 17.
‘treatinine clearence 57 ml/min (corrected).

‘he conclusion was that the patient has lost all his urine abnormalities for a period of six weeks
whilst of rosuvastatin therapy. Therapy with another statin at an squivalent dose to rosuvastatin was
considered acceptable with' very careful urine examination for at least six weeks.

Pollow-up information 2001-Dec-14: Stop-date for rosuvastatin (study drug) was received. Several
blood test results received, added on the lab. page.

Follow up information received 31 Jan 2002: Reporter confirmed that a causal relationship is possible
with the event and study drug.

Summary of follow-up information received on 30-Apr-2002: Progress report from Nephrologist.
8-MAY-2002: Corracted report: Information was added (to the "Summary of follow-up information® in the
end of narrative) concerning the content in follow-up information received on 30-Apr-2002.
14-MAY-2002: Corrected report. Information about dechallenge and rechallenge, start and stop date for
suspect drug. Correction made in narrative concerning LDL (lipids) values.

16-MAY-2002: Corrected report. More detailed information from the original "Progress report® received
on 30-Apr-2002, regarding investigations by nephrologist has been added to the narrative. Company
Clinical Comment was changed.

16-MAY-2002: Rechallenge dose and clarification of dates.

Summary of follow-up information received on 5-Jun-2002: Nephrologist's report, see section
*"nephrologist's report above.

Company Clinical co-n‘;nt: Renal papillary necrosis may result from chronic acetaminophen use,
particularly when dosage is greater than recommended and when combined with aspirin. Patient was on
Dispirin according to a previous list of concomitant medications and in this update, patient was
taking acetaminophen. Dosage and duration were not provided. The nephrologist stated that proteinuria
observed by 16 January 2002 might have been due to paracetamol (acetaminophen). However, the
nephrologist tried both paracetamol and rosuvastatin during the same period in the rechallenge, *
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8.5. Describe event or problem

[continuation:] making causality assessment very difficult. Due to the temporal relationship, and

quasi positive rechallenge information, a possible role between rosuvastatin and the reported event
cannot be excluded.

8.6. Redovant testsabormory data ncluding dates

[continuation:]
. Ref. to
“ab Test/Comment Lab Value Units Date Normal Low High
HB 12.% g/d1
HAEMATOCRIT 0.37
Wee 6 400
PLATELETS 328
ESR 31 MM/HOUR
HBSAG NEGATIVE

HEPATITIS C ANTIBNEGATIVE

ANP NEGATIVE
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88 ,bm
[continuation:)
soprum 142 MMOL/L
POTASSIUM 4 MMOL/L
UREA 10 MMOL/L
CREATININE 161 UMOL/L
GLUCOSE 3.9 MMOL/L
TOTAL PROTEIN 80 G/L .
BUMIN 44 G/L o
TOTAL BILIRUBIN 36 UMOL/L
CONJUGATED BILIRU10 UMOL/L
ALT 69 UNITS/L
ALKALINE PHOSPHAT124 UNITS/L
CREATININE KINASE238 UNITS/L
WBC 5.4 K/cu mm  04/26/2000 NORMAL 4.8 10.8
RBC 5.32 M/cu mm  04/26/2000 NORMAL 4.20 5.40
HGB 14.8 gm/dL 04/26/2000 NORMAL F 12.0 F 16.0 *
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[continuation:]
HCT 45.9 % 04/26/2000 36.0 46.0
MCH 27.8 pg 04/26/2000 27.0 31.0
MCHC 32.3 1 gm/dL 04/26/2000 DECREASED 33.0 33.7
RDW 13.6 % 04/26/2000 NORMAL 11.5 14.5
PLATELET COUNT 330 K/cu mm  04/26/2000 NORMAL 150 450
METAMYELOCYTES 0 s 04/26/2000 NORMAL 0 0 i
~AND NEUTROPHILESO % 04/26/2000 NORMAL 0 11
SEGMENTED NEUTROP66 ) o4)z§/zooo 36 66
LYMPHOCYTES 27 % 04/26/2000 NORMAL 24 44
ATYPICAL LYMPHOCYO % 04/26/2000 NORMAL 0 o
MONOCYTES 3 % 04/26/2000 NORMAL 0 11
EOSINOPHILES 3 _ % 04/26/2000 NORMAL 0 7
BASOPHILES 1 % 04/26/2000 NORMAL 0 3
SG (URINANALYSIS)1.020 04/26/2000 NORMAL 1.002 1.035
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Be R ydsa incuding dates
[continuation:] PR (URINANALYSIS)S6.0 04/26/2000 NORMAL 5.0 8.0
COLOUR (URINANALYYELLOW 04/26/2000
APPEARANCE (URINACLEAR 04/26/2000
PROTEIN (URINANALNEG mg/aL 04/26/2000
GLUCOSE (URINANANEG mg/dL 04/26/2000
KETONES (URINANANEG mg/dL 04/26/2000
BILIRUBIN URINANANEG -04/26/2000 .
BLOOD URINANALYSNEG - 04/26/2000
URBC (URINANALYSIOCC HPF 04/26/2000 NONE 0CcC/1-5
UWBC (URINANALYSI1-S HPP 04/26/2000 NONE occ/1-5
BACTERIA (URINANAPRESENT H 04/26/2000 ABSENT
HYALINE CASTS (UR?77? LPF 04/26/2000 NONE
FINELY GRANULAR C?777 " uer 04/26/2000 NONE
AMORPH CRYSTALS (NONE - LPP 04/26/2000 NONR
CREATININE (SERUM1.1 mg/dL NORMAL 0.7 1.4

-
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[continuation:])

TOTAL BILIRUBIN (0.98 mng/dL 04/26/2000 0.10 1.}0
SGPT (ALT) 20 nU/mL 04/26/2000 NORMAL ] 25
SGOT (AST) 20 mU/mL 04/26/2000 NORMAL 8 22
CPK 83 nU/mL 04/26/2000 NORMAL 0 120
FP GLUCOSE 94 mg/dL 04/26/2000 NORMAL 60 115
TOTAL CHOLESTEROL3SS H mg/dL 04/26/2000 INCREASED 125 200
"RIGLYCERIDER (LI110 mg/dL 04/26/2000 NORMAL 45 200
HDL (LIPIDS) 51 mg/dL 04/26/2000 NORMAL s 60
LDL  (LIPIDS) 282 ® ng/dL 04/26/2000 INCREASED 50 160
SGPT (ALT) 19 n:v/nt. 05/12/2000 NORMAL 5 25
SGOT (AST) 20 nU/mL 05/12/2000 NORMAL 8 22
CcPK 82 mu/mL, 05/12/2000 NORMAL (] 120
LDL 50 MG/DL 05/12/2000 NORMAL 50 160
SGPT (ALT) 22 mU/mL 06/08/2000 NORMAL s 25
SGOT (AST) 23 ® oU/mL 06/08/2000 INCREASED 8 22
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[continuation:])

CPK 86 mU/mL 06/08/2009 NORMAL 0 120
TOTAL CHOLESTEROL144 mg/dL 06/08/2000 NORMAL 125 200
TRIGLYCERIDER (LI73 mg/dL 06/08/2000 NORMAL 45 200
HDL (LIPIDS) 52 mg/dL 06/08/2000 NORMAL 35 60
LDL (LIPIDS) 77 mg/dL 06/08/2000 NORMAL s 160 i
SGPT (ALT) 32 H . mU/mL, 08/31/2000 INCREASED § 25
3GOT (AST) 30 H mt/mL 08/31/2000 INCREASED 8 22
CPK 107 mU/mL 08/31/2000 NORMAL 0 120
TOTAL CHOLESTEROL150 MG/DL 08/31/2000 NORMAL 125 200
TRIGLYCERIDER 69 MG/DL 08/31/2000 NORMAL 45 200
HDL 57 MG/DL 08/31/2000 NORMAL 35 60
LDL 79 MG/DL 08/31/2000 NORMAL 50 160
SODIUM (SERUM) 144 MEQ/L 12/08/2000 133 145
POTASSIUM (SERUM)3.7 MEQ/L 12/08/2000 NORMAL 3.5 5.0
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8.4 R atory data cluding dates
[continuation:] CREATININE (SERUM1.6 B MG/DL 12/08/2000 INCRBRASED 0.7 1.4

TOTAL PROTEIN

CALCIUM

PROSPHORUS

ALK PHOS >18

TOTAL BILIRUBIN

SGPT (ALT)

SGOT (AST)

CPX

ALBUMIN

FP GLUCOSE

SGPT (ALT)

SGOT (AST)

CPK

8.7 H

101 H

40 H

2.33 H

59 H .

41 H

97

68 B

51 H

93

GM/DL

MG/DL

MG/DL

MO /ML

MU/ML

MG/DL -

MU /ML

MU/ML

MU/ML

GM/DL

MG/DL

MU/ML

MU/ML

MU/ML

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

12/08/2000

02/15/2001

02/15/2001

02,15/2001

INCREASED

INCREASED

INCREASED

INCREASED

INCREASED

INCREASED

NORMAL

INCREASED

INCREASED

NORMAL

6.0

32

0.10

60

i0.5

72

29

1.10

25

22

120

115

25

22

120
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8.4 Relevant w-wy data JIncluding dates
{continuatiocn:]
TOTAL CHOLESTEROL133 MG/DL 02/15/2001 NORMAL 125 200
TRIGLYCERIDES 85 MG/DL 02/15/2001 NOliMAL 45 200
HDL 46 MG3/DL 02/15/2001 NORMAL 35 60
LDL 70 MG/DL 02/15/2001 NORMAL 50 160
SGPT (ALT) 33 H MU/ML 05/09/2001 NORMAL 5 25
SGOT (AST) 27 H MU/ML 05/09/2001 INCREASED 8 22
K 113 -~ MU/ML 05/09/2001 NORMAL 0 120
TOTAL CHOLESTEROL1S6 MG/DL 05/09/2001 NORMAL 125 200
TRIGLYCERIDES 79 MG/DL 05/09/2001 NORMAL 45 200
HDL 62 H MG/DL 05/09/2001 INCREBASED 35 60
LDL 78 MG/DL 05/09/2001 NORMAL 50 160
SGPT (ALT) 29 H ) MU/ML >08/01/2001 INCREASED S 25
SGOT (AST) 25 H MU/ML 08/01/2001 INCREASED 8 22
CPK 109 ' MU/ML 08/01/2001 NORMAL 0 120
TOTAL CHOLESTEROL148 MG/DL 08/01/2001 NORMAL 125 200 *
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{continuation:]
TRIGLYCERIDES 62 MG/DL 08/01/2001 NORMAL 45 200
HDL 62 H MG/DL 08/01/2001 INCREASED 35 60
LDL 74 MG/DL 08/01/2001 NORMAL 50 160
24 HOUR URINE PRO1300 we
SODIUM 137 MMOL/L Unknown
POTASSIUM 3.9 MMOL/L Unknown
JREA 5.5 MMOL/L Unknown
CREATININE 108 ;mol:./x. Unknown
AST 25
ALT 20
CPK 115
HB 13.7
MCV 82
wee 6.9
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Be y dats. ing dates
[continuation:] PLATELETS 360

ESR 17
CREATININE CLEARES7 ML/MIN

PROTEIN/CREATININ13.1 05/20/2002
EQUIVALENT TO 159 MG PROTEIN PER 24 HOUR.

PROTRIN/CREATININ1G .4 05/27/2002
EQUIVALENT TO 110 MG PROTEIN PER 24 HOUR

cmmmm WWM(WUWMM
[continuation:] Name: STEROIDS
“ame: BICILLIN Dates: 07/7?/2001 to NI

G.1 Report source (other:)

Source

AstraZeneca Phamaceuticals Mfr. Rep. #: 2001SE08724
A Business Unit of AstraZeneca LP,

1800 Conoord Pike, PO, Box 1437, | \aTING OF PRIOR SAFETY REPORTS

Wimingion, DE 19850-5437 SUBMITTED TO '~ -

ADVERSE EVENT; NEPHRITIS INTERSTITIAL
(all preferred and included coded terms)

Manufacturer Report# FDA Submission Date Protocol Number
2001SE08724 21-MAY-2002 452211./0034

Date: 17-JUN-2002

Country of Origin
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